


Tretinoin Gel, USP 
Tretinoin Cream, USP 

Rx only 
Far Exterqai Use Only. 

Nat Ihr Uphtbabnic Use. 

Prescribing Information ‘_ 
Description: Tretin& Gel, USP and Tretinoin Cream, USP we used for the 

topical treatment of acne vulgaris. Each granr of tretinoin gel contains tretinoin in either 
of two strengths, 0.025% (0.25 mg) or 0.01% (0.1 mg) in a gel vehicle of hydroxypropyl 
cellulose, butylated hydroxdofuene, and alcohol (denatured wi~;~~~~-butyl alcohol and 
brucine sulfate) 90% in cream cont~ tretinoin in either of 

strengths, 0.1% ( 05% (0.5 mg), Ol- 
0.025% (0.25 mg) in a hydrobhilic cream vehicle-ofz stearie acid, isopropyl myristate, 
polyoxyl40 stearate, stearyl q&ohol, xanthan gum, sorbic acid, buty~~t~ 
hydroxytoluene, and purified water. Chemically, tretinino is ~Z~-~~~-r~t~~oic acid. It has 

unknown, current evidence suggests t+at topical tretmoin deerea&+ cohesiveness of 
folhcular epithelial cells wit&decreased microcomedo formation. Additionally, tretinoin 
stimulates mitotic act&y and increased turnover of folliculm epithelial cells causing 
extrusion of the comedones. 

lkkications and Usage: Tretinoin gel and cream are ~~~c~ted for topical 
application in the treatment of acne vulgaris. The safety ad effkaey of the long-term use 
of this product in the treatment of other disorders have not been established. 

Contraindications: uise of the product should be discontinued if hypersensitivity 
to any of the ingredients is nok$. 

Warnings: GELS ARE AISLE. AVOLD IW#& F’LAME OR 
SMOKING DURING USE, Keep out ofreaeh of children, Keep tube tigbtly closed. Do 
not expose to heat or store at tekrperatures above 120°F (49*(Z). 

Precautions: Geuteral: If a reaction suggesting. sensitivity or chemical irritation 
occurs, use of the medication should be discontinued. Exposure to sunlight, including 
sunlamps, should be minimized.during the use oftretinoin, and patients with sunburn 
should be advised not to use the product unti fully recovered:because of heightened 
susceptibility to sunlight as a result ofthe use of tretinoim Pati.ents who may be required 
to have tansiderable sun expo&e due to occupation and those with. inherent sensitivity 
to the sun should exercise particular caution. Use of sunscreen products and protective 
clothing over treated areas is recommended when exposure cannot be avoided. Weather 
extremes, such as wind or cold, also may be irritating to patients under treatment with 
tretinoin, 

Tretinoin preparations for acne treatment should be leapt away Tom the eyes, the 
mouth, angles of the nose, and,mucous membranes. Topical use may induce severe local 
erythema and peeling at .the site of appfkation. If the degree of local irritation warrmts, 
patients should be directed to use the m~ication~~ss fkquent~y, discontinue use 



temporarily, or discontinue use altogether, Tretino& has been reported to cause severe 
irritation on eczematous skin and should be used with utmost caution in patients with this 
condition. 

Drug Interactions: Concomitant topical medication, m 
and cleansers, soaps and cosmetics that have a strong dryi@ 
high concentrations of alcohol, asting&% spices or lime should be used with caution 
because of possible inter-a&i&r with tretinoin. Particular .cat$ion should be exercised in 
using preparations containing sulfur, resorcmol, or sahcyliic acid with. tretinoin. It also is 
advisable to “rest” a patient’s skin until the effedts of such prep~~~o~s subside before 
use of treti~oin is begun. 

Carcinogenesis, ~~~~~~~es~s, ~~~~~~~n~ to ~e~~~i~: In a 9 l-week dermal study 
in whitih CD- 1 mice were a~~stered 0.017% and 0.035% fo~~a~ons of tretinoin, 
cutaneous squamous cell carc&omas and papillomas in the @eatment area were observed 
in some female mice. A dose&la&d incidence of liver tumors in male mice was 
observed at those same doses; ~~.m~irn~,syst~i~ doses assotiated. with the 
administered 0.017% and 0.035% formulations are 0.5 and itO rn~~~y, respectively. 
These doses are two and fow:timesthe maximum human ,systemm dose; when adjusted 
for total body surface area. Tl$e bialogical significance ofthese find 
because they occurred at doses that exceeded the dermal cornily 
(MTD) of tretinoin and because they were within the background.n occurrence rate 
for these tumors in this stra‘in &f mice, There was no evidence of 
when 0.025 mg/kgIday of tretmoin was.administtied top&ally to mice (0.1 times the 
maximum human systemic dose, adjusted for total body surface area). Par purposes of 
comparisons of the animal exposure to systemic human exposure, the maximum human 
systemic dose is defined as 1 gram of&i % tretinoin applied daily to a 50 kg person (0.02 
mg tretinoinkg body weight].; 

Studies in hairless albmo mice suggest that concurrent exposure to tretinoin may 
enhance the tumorigenic potential of carcinogenic doses of UVB and U’VA light form a 
solar simulator. This effect has been confirmedin a later study in 
dark pigmentation did not overcome the enhancemem of photo 
tretinoin, Although the signifiqance of these studies to humans is not dear, patients 
should minitn3ze exposure to sunlight or artificial ultraviolet irradiation sources. 

The mutagenic potentid of tretinoin was evaluated in the Ames assay and in the 
in vivo mouse micronucleus a&hay, both of which were negative. 

J.n dermal Segment 1, f@lity studies <if t&no&t in rats9 sli (not statistically 
significant} decreases in sperm count and motility were seen at QS m&g/day (4 times 
the maximum human system+ dose adjusted for total body surface -are@, and slight (not 
statistically significant) increases in the number and percent ofnon~abre embryos in 
females treated with 0.25 mg&gIday (2 times the maximum h~~“sys~ic dose 
adjusted for total body surface!area) and above were observed. A dermal Segment III, 
study with tretinoin has not been performed in any species. In oral Segment I and 
Segment IU studies in rats wit& tIretin&, decreased survival of neopates and growth 
retardation were observed at doses in excess of 2 rn~~day (16 times tie human topical 
dose adjusted for total body surface area). 

Pregnancy: Teratogenic effects. Pregnancy Category C. m tretinoin has been 
shown to be teratogenic in rats; mice, hamsters, and sublet primates. It was 



teratogenic and fetotoxic in s;Vistar rats when given orally or topically in doses greater 
&in 1 mglkglday~(8 times themaximum human systemic dose adjusted for total body 
s&we area). However, varif&ions ‘in teratogenic doses among various strains of rats have 
been reported. In the cynomolgus monkey, which rne~o~~o~y is el&er to humans for 
tretinoin than the other sp&i’es examine& fetal rn~~o~t~~~ were ed at doses of 
10 megday or greater, butnone were observed at 5 m~day (83 times the maximum 
human systemic dose adjust@ for total body surfaoe area), a&hot@ inqeased skeletal 
variations were observed at $1 doses. A dose-related increase in ~b~ole~al~~ and 
abortion was reported. Sin&r results have also been.reported in pigtail mawues. 

Topical tretinoin in animal teratogenicity tests has generated equivocal results. 
There is evidence for teratogemcity (shortened or kinked tail) of topid tretmoin in 
Wistar rats at doses great day (8 times the rn~rn~ human systemic 
dose adjusted for total bo Anomalies (humerus: short 13%, bent 6%, OS 
parietal incompletely ossified 24%) have also been reported when 10 mg/kgMay was 
topicahy applied. 

‘There are othersreports in New Zealand White rabbits ~~~er~ doses of 
greater than 0.2 mg/kg!day ($3 times.the maximum human systemic dose adjusted for 
total body surface area) of anincre incidence of domed ‘head and hydrocephaly, 
typical of retinoid-induced fetal m at&is in this spe&s. 

In contrast, several w~~~~~n~o~led animal studies have shown that dermally 
applied tretinoin may be fetotoxic, but not overly$eratogenic in rats and rabbits at doses 
of 1 .O and 0.5 mg/kg/day, respectively (8 times the maximum hum-as systemic dose 
adjusted for total body surface area in both spcies), 

Wnh widespread use of any drug, a small number of birth defect reports 
associated temporally with the ~~~~at~~n of the drug would be expected by chance 
alone. Thirty human cases of temporally associated ~o~g~~t~,rn~fo~atio~ have been 
reported duririg two decades of climcal use of tretinoin. A~~~~~ no detite pattern of 
teratogenicity and no causal a+sociation has been established .from these eases, five of the 
reports describe the rare birth defect category ho~opro~n~h~y (defects associated with 
incomplete midline development of the forebrain). The sigr@cance of these spontaneous 
reports in terms ofrisk to the fetus is not known. 

Nonteratogenic eff’ects; Topical tretinoin has been shown to be fetotoxic in rabbits 
when administered 0.5 mg/kg&ay (8 times the maximum human systemsc dose adjusted 
for total body surface area). C$al tretinoin has been shown to be to&c, resulting in 
skeletal variations .and increased intrauterine death in rats when Mstered 2.5 
mg/l@day (20 times the maximum human systemic dose adjusted for total body surface 
area). 

There are no adequate and weI&ontrolled studies in precut woqnen. Tretinoin 
should be used during preg~~~y only if the potential benefit j~ti~es the potential risk to 
the fetus, 

Nursing Mothers: It is not known whether this drug is excreted in human milk. 
Because many drugs are excreted in hman milk, caution sh&ld be exercised when 
tretinoin is used by a nursing woman. 

Pediatric Use: Safety tid effectiveness in. pediatric p&ients below the age of 12 
have not been established. 



Geriatric Use: Safety and ef%ectiveness in a geriatic pop~atiou have not been 
established. Clinical studies of tretinoin did not include sufficient bers of subjects 
aged 65 and over to determine whet&& they respond dif&reritly @o& younger patients. 

Adverse Reactions: %be skin of certain s,ensitive individuals .may become 
excessively red, edematous, blistered, or crusted. If these effects occur, the medication 
should either be discontinued until the integrity of the skin is zest&d, or the medication 
should be adjusted to a levelithe patient can tolerate, True ~&act allergy to topical 
tretinoin is rarely enco~tered, Temporary hyper- or, h~o~i~~~tio~ has been reported 
with repeated application of $ ~eti~in preparation. Some ~di~~~s have been reported 
to have heightened susceptibihty to sunlight while ~~,~ea~ent with tretinoin. To 
date, all adverse effects of tretinoin have been reversible upon dis~o~~inu~ce of therapy 
(see Dosage .and AdWstrirtion Sectian). 

Overdosage: If medikation is”.applied excessively, no more rapid or better results 
will be obtained and marked redness, peeling, or disoomfort inay occur.- Oral ingestion of 
the drug may lead to the same side affects as Qrose associated with excessive oral intake 
of Vitamin A. 

Dosage and Ad~~~~ti~~~ Tretirioin gel or cre should be applied once a 
day, before retiring, to the skin where acne Iesions ap@ear, using enough to cover the 
entire affected area lightly. G& IZxcessive application reqults in “pillirrrg”” of the gel, 
which minimizes the likelihood of over application by the p&en& 

Application may cause a transitory feeling of warmth or slight stinging. In oases 
where it has been necessary to 
of application, therapy may be 

ly discontinue therapy or to reduce the frequency 
or frequency of ~ppl~~a~o~ inaeased when the 

patients become able to tolertite the treatment. 
Alterations of vehide,: d&g corrGentration, or dose ~~en~y.~~ould be closely 

monitored by careful observation of the clinical therapeutic response and skin tolerance. 
During the early weeks. of theiapy, an apparent exacerbation of inflmatory 

lesions may occur. This is due to the action of the rn~ica~~~ on deep* previously unseen 
lesions and should not be coniidered a reason to di&orrtirme therapy. 

Therapeutic results should be noticed after two to three weeks but more than six 
weeks o:f therapy may bs: requ$red before definite beneficial eff&.& are seen. 

Once the acne lesions have responded satisfactorily, it may be possible to 
maintain the improvement wit& less frequent applications, or other dosage forms. 

Patients treated with tretinoin preparations may use Gosmetios, but the areas to be 
treated should be cleansed thoioughly before the medication is applied (see Precautions). 

How Supplied: 
Tretioin Gel, USP Treaty Crqana, USP 
NDC CODE Strength Qty. NDCCODE Strength C&y. 
14290-244-15 0.025% 15 g 14290-241-20 0.1% 20 & 
14290-244-45 0.025% 45 g 14290-24,145 0.3 % 45 g 

1~4290-245-15 Q.&-i% 1% 
14290-245-45 (UN% 45 & 

14290-242-20 0.05% 2og 
14290~242-45 O,OS% 45 & 



Storage Conditions: 

14290-243-20 0.025% %s 
14290-243-45 0.025% 45 i3 

Tretinoin Gel, USP: store below 30°C (8VF). Tretinoin Cream, USP: store below 
27OC (WF) 

Manufactured for Triax P~~~uti~~s, LLC, 
Mountain Lakes, NJ 07046 
by DPT Laboratories, San Arkmio, TX 782 15 

Rev. l/O6 
25775 1 



Tretinaixt Gel, USP Rx only 
Tretinoin Cream, USP ’ For External Use Oaly. 

Net For Ophthalmic Use, 

Read Directions Caremy Before Vshg 

THIS LEAFLET TELLS 
PRESCRIBED BY YOUR 
ACCORDING TO YUUlii SHOULD NOT 
BE APPLIED TO OTHER &R@AS, 
OR LESIONS. THE LON~T~~ 
PRODUCT IN OTHER DI HAVE NOT Bi$&& EV 
HAVE ANY QUESTIONS, 

TRETWOLN GELS ARE FL~~LE:AV~~ Pa-E, AME OR 
SMOKlCNG DURING USE. Keg outofreaoh of children, Keep tube tightly closed. Do 
not expose to heat or stare at iqperaties above 120°F (49” C). 

The effects of the sw# in your skin, As you know, overexposme to natural 
sunlight or the art&ial sunli&t of ~~~~p can cause s*burn. Overexposqe to the 
sun over many years may catie premature q$ng of the s& aqd even skin cancer. The 
chances of these effects occurring will vary depending on skin ,typq+ the climate and the 
care taken to avoid overexpos@c to the sun. Therapy with tretinoin may make your skin 
more susceptible to sunburn ~d:o$her a$verse effects of the sun, so unprotected exposure 
to natural or artificial sunli&t &ould be tiinimized, 

Laboratory fmdbgs. Fen laboratory mice are exposed to 
they often develop skin hors. These s~i~t-~du~ &m&-s may 

ar#fficial sunlight, 

and in greater number if the m&se is also topically treated with the 
tretinoin. In some *dies, ~d~,~~~e~t con&tions, howqven;. when mice treated with 
tretinoin were exposed to a&if&al sunlight, the incidence and rate of dVwelopment of skin 
tumors was reduced. There is no‘ evid&ce to date that heroin alone will cause the 
development of skin tumors in #her laboratory animils 6r huimms. Hawtiver, 
investigations in this area are ~nt~uing. 

Use caution in the sun; When outside, even on hazy days, qr~s treated with 
tretinoin should be protected. P;n ef&ctive sunscreeq .$ould be u&d 
outside (consult your physician: for a rc~~~~tion of an SPF 1 
you with the necessary high level of prc$ection). For ext+ded so ex~s~c, protective 
clothing, Eke a hat, shou\d be qom. Do not use artificial ~~1~~s while you are using 
tretinoin. If you do become sunburned, stop your therapy s&h t&noin until your skin 
has recovered. 



Avoid excessive exposure to tid or c&d. Extremes of climate tend to dry or 
burn normal skin. Skin treated with tretinoin may be more .~~ab~~ to these extremes. 
Your physician can recommend ways to manage your acne treatment under such 
conditions. 

Possible problems. The skin of certain sensitive i~di~~d~~s 
excessively red, swollen, bli@red or crusted. If you are e~e~~~~g severe or persistent 
irritation, discontinue the use of tretinoin and consult your ~~~i~~~* 

There have been reports that, in some patients, areas treated with tretinoin 
developed a temporary increkse or deerease in the amount of s~‘,p~~~t (color) 
present. The pigment in these arw returned to normal either when the skin was allowed 
to adjust to tretinoin or therapy was ~~nti~~~. 

Use other medicat@ only OR yuur doctor% a&&e. .only your physician knows 
which other medications may be help&l during treatment and will recernmend them to 
you if necessary. Follow the physician% instructions ~~e~~~y. In addition, you should 
avoid preparations that may C@ or irr&te your skin. These ~~~io~s may include 
certain astringents, toiletries ~nt~~~ alcohol, spices or ‘lime, or c 
soaps, shampoos and hair per&anent solutions, Do not allow, 
medication. 

Do not use other medications with tretinoin which qe not r~o~e~ded by your 
doctor. The medications you have us in the past might oause unnecessary redness or 
peeling. 

If you are pregnan& f#&kk yau are pregnant or me nu*g, 
studies have been conducted ib @tmans.to establish the s&&y of ~etinoin in pregnant 
women. If you arepregnant, think you are pregnant, or are nursing a baby, consult your 
physician before using this m&cation. 

AND WH&I$ yOU’3XE ON T~T~~~T~~ 
Use a mild, nun-medicated sotp. Av~~d~~~~e~~ washings Q”rd harsh .~&t.&bing. Acne 
isn’t.caused by dirt, so no matter how hard you scrub, you can’t wash it away. Washing 
too frequently or scrubbing too roughly may at times actually make your acne worse. 
Wash your skin gently with a rrG& bItid soap, Two ar three times a diy should be 
sufficient, Pat skin dry with a towel. Let the face dry 20-30 minutes bejt’ore applying 
tretinoin. Remember, excessive irritation such, as debug, too much Wang, use of other 
medications not suggested by your phys~ci~, etc., may worsen your a&e. 

To get the best results with tret@oin Xherapy, it is necessary to use it properly. Forget 
about the instructions given for other products and the advice o~~~ds* Just stick to the 
special plan your doctor has laid out fur you and be p~~~~t. R~~b~~ when tretinoin is 
usedpruperly, many users see i~prov~ent by 12 weeks. AGAIN, FOLLOW 
INSTRUCTIONS - BE PATI@‘Kf - DON’T START AND STOP 
YOUR OWN - IF YOU HAVE QUESTIONS, ASK YOUR DUCT 



To help you use the medication conr-ectly, keep these simple instruct-ions in mind. 

* Apply tretinoin on& daily before bedtime, or asdirect~d by grour physician. 
Your physician may ‘advise, especially if your js sensitive, that you start your 
therapy by applying tretinoin eveiy other night. J%st, w~,~~ a mild soap and 
dry your skin gently. iWAlT 26 to 30 METES BEF4XE Ajl”PLYXNG 
MEDICATION, it is’impo~~~ for skin to be completely dry in order to minimize 
possible irritation. 

* It is better not to use more tim the amount suggested by your physician or to 
apply more fie+ently than instructed, Too much may irritate the skin, waste 
medication and, won’t: give fdster or better results. 

m Keep the medication away @om the corners ofthe nose, mouth eyes, and open 
wounds. Spreud awayporn these areas wizen ~p~~y~~~. 

H Tretinoin Cream: out a half inch or less of rn~~a~on onto the 
fingertip. While that s e enough for your whole face, after .you have some 
experience with the medication yau may find ,you nee$ sl&@tly more or less to do 
the job. The medication should become invisible ahost 
visible, you are using too much. Cover the af%%ed area li 
eream by first dabbingit on your forehead, chin and both ~b~ks,,~en spreading it 
ower the entire affected srea. Smooth gently into the skin. 

l Tretinoin Gel: Squeeze about a half inch or less of m~ic~io~ onto the fingertip 
While that should be enough for your whole face, after you have some experience 
with the medieation you,may find you need slightly more or less to do the job. 
The medication shouldibecome invisible almost i~~ately~ If it is still visible, 
or if dry flaking occurs&or% the go1 wit%& 8 mss_ute or so, yuu are using too 
much. ,Cover the affected$rea li y with tretinoin Se1 by first dabbing it on your 
forehead, chin and both cheeks, then spreading it over the entire affected area. 
Smooth gently into the skin. 

0 It is recommended tha# you apply -a moisturizer or a moistly with sunscreen 
that will not aggravate your acn& ~non~m~og~c~ every mo~ng after you 
wash. 

~TT~E~~~~T~~Y~~R~~ 
Tretinoin works deep inside your skin. tid tis takes time. You cannot make tretinoin 
work any faster by applying rnqe than one dose each cay, butanexcess amount of 
tretinoin may irritate your skin. Be patient. 

There may be some ,discomfort or peeling during the -early days of treatment. 
Some patients also not&that t&r skin begins to take on a blush. 

These reactions do not happento everyone. If they do, it is ju;st your skin 
adjusting to tretinoin and this’usu&ly subsides within two to’ fo?~ weeks, These reactions 



can usually be minimized by ~o~~~~~g instructions ~~~~~y. ShouZ~ ithe e&c& &come 
excessively trouble&me, mm& yaw doctor. 

BY THREE TO SIX WEEKS, some patients notice an appearance of new 
blemishes (papules and pustules). At this stage it is, important to cczn&zue using tretinoin. 

If tretioin is going to have a benefkial effect&k you, you should notice a 
continued improvement in your appearance afker 6 to 12 weeks oftherapy. Don’t be 
discouraged if you see no immediate nnprovement. Don’t stop treatmom at the first signs 
of improvement, 

Once your acne is under control you should contkue regular application of 
tretinoin until your physician~inatruots other&se. 

All questions of a medical nature should be tak& up with y@r do&&. For more 
information about tretinoin, call our toll-free number: 866- -TR,i3QX, (87429). Call 
between 9:OO a.m. and 3:OO p;m. Eastern Time, Mon~y-~~u~ Friday. 

Manufactured for T~~“Ph~~ceutica~s, LLC, 
Mountain Lakes, NJ 07046 
by DPT Ilaboratories, San Antonio, TX 782 15 
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